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Figure 1 



GAGGTCCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGTCCTC 5 0 

GGTGAAGGTCTCCTGCAAGGCTTCTGGAGGCACCTTCAGCAGCTATGCTA 100 

TCAGCTGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAGGG 150 

ATCATCCCTATCTTTGGTACAGCAAACTACGCACAGAAGTTCCAGGGCAG 2 00 

AGTCACGATTACCGCGGACAAATCCACGAGCACAGCCTACATGGAGCTGA 250 

GCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGAGCGCCA 3 00 

TTACGATTTTTGGAGTGGTCCACCCAAGACCACTACTACTACTACTACAT 350 

GGACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCAAGC 3 9 0 
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Figure 2 

EVQLVQSGAEVKKPGS S VKVS CKASGGTFS SYAISP^VRQAPGQGLEWMGG 5 0 

1 1 P I FGTANYAQKFQGRVTI TADKS TSTAYMELtS SLRS EDTAVYYCARAP 100 

LRFLEWSTQDHYYYYYMDV WGKGTTVTnr.Q s 13Q 
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ATGGGATGGTCATGTATCATCCTTTTTCTAGTAP,Pa a r re.™ a CTGGAGT 

ACATTCAGAGGTCCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTC 
GGTCCTCGGTGAAGGTCTCCTGCAAGGCTTCTGGAGGCACCTTCAGCAGC 
TATGCTATCAGCTGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGAT 2 0 0 

GGGAGGGATCATCCCTATCTTTGGTACAGCAAACTACGCACAlGAAGTTCC 250 
^^ GAGT ^ C ^ TTACCGC ^^ TCCACGA GCACAGCCTACATG 300 
GAGCTGAGCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAG 350 
^C^™ 06 ^^^ 400 
ACTACATGGACGTCTGGGGCAAAGGGACCACGGTCACCGTCTCAAGCGCr 
TCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCAC 
CTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCG 
AACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCAC 
ACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGT 650 
< S^ CaXG ^^ 100 
TGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAA 
TCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCT 
GGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCA 8 5 0 

TGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCAC 900 
GAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCA 
TAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGGG 
TGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 
TACAAGTGC^GGTCTCC^CAAAGCCCTCCCAGCCCCCATCGAGAAAA 
GATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGC 
CCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTG 
GTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGG 
GCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACG 

CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCA 
CTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGA 
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MGWSCI ILFLVATATGVHS EVOLVOSGAEVKTCPCi.c: SVKVSCKASGGTFS S 50 

YAI SWVRQAPGQGLEWMGGI I PI FGTANYAQKFQGRVT I TADKSTSTAYM 100 

ELSSLRSEDTAVYYCARAPLRFLEWSTQDHYYYYYMDVWGKGTTVTVSSA 150 

STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH 200 

TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICJSrmHKPSNTKVDKKVEPK 250 

SCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH 300 

EDPEVKFNWYVDGVEVHNAKTKPREEQmSTYRVVSVLTVLHQDWLNGKE 350 

YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL 400 

VKGFYPSDIAVEWESNGQPEmiYKTTPPVLDSDGSFFLYSKLTVDKSRWQ 450 

QGNVFS CSVMHEALHNHYTQKSLSLSPGK 47Q 
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Figure 5 



TCTTCTGAGCTGACTCAGGACCCTGCTGTGTCTGTGGCCTTGGGACAGAC 
AGTCAGGATCACATGCCAAGGAGACAGCCTCAGAAGCTATTATGCAAGCT 
GGTACCAGCAGAAGCCAGGACAGGCCCCTGTACTTGTCATCTATGGTAAA 
AACAACCGGCCCTCAGGGATCCCAGACCGATTCTCTGGCTCCAGCTCAGG 
AAACACAGCTTCCTTGACCATCACTGGGGCTCAGGCGGAAGATGAGGCTG 

AeTATTACTGTAACTCCCGGGACAACAGTGATAACCGTCTGATATTTGGC 
GGCGGGACCAAGCTGACCGTCCTCAGT 
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Figure 6 

> 



SSELTQDPAVSVALGQTVRITCQCTSLRSYYASWYQQKPGQAPVLVIYGK 

^RPSGIPDRFSGSSSGNTASLTITGAQAEDEADYY CNSRD NSDNRLIFG 
GGTKLTVLS ~ — 
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Figure 7 



ATGGGATGGTCATGTATCATCCTTTTTCTAGTAGCAACTGCAACTGGAG T 50 

ACATTCATCTTCTGAGCTGACTCAGGACCCTGCTGTGTCTGTGGCCTTGG 100 

GACAGACAGTCAGGATCACATGCCAAGGAGACAGCGTCAGAAGCTATTAT 150 

GCAAGCTGGTACCAGCAGAAGCCAGGACAGGCCCCTGTACTTGTCATCTA 200 

TGGTAAAAACAACCGGCCCTCAGGGATCCCAGACCGATTCTCTGGCTCCA 250 

GCTCAGGAAACACAGCTTCCTTGACCATCACTGGGGCTCAGGCGGAAGAT 300 

GAGGCTGACTATTACTGTAACTCCCGGGACAACAGTGATAACCGTCTGAT 350 

ATTTGGCGGCGGGACCAAGCTGACCGTCCTCAGTCAGCCCAAGGCTGCCC 400 

CCTCGGTCACTCTGTTCCCGCCCTCCTCTGAGGAGCTTCAAGCCAACAAG 450 

GCCACACTGGTGTGTCTCATAAGTGACTTCTACCCGGGAGCCGTGACAGT 500 

GGCCTGGAAGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCA 550 

CACCCTCCAAACAAAGCAACAACAAGTACGCGGCCAGCAGCTATCTGAGC 600 

CTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCAC 650 

GCATGAAGGGAGCACCGTGGAGAAGACAGTGGCCCCTGCAGAATGCTCTT 700 

GA 702 
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MGWSCI I LFLVATATGVHS SSELTQDPAVSVA I -ryyiHn> t Tvvyjp gLngY Y 50 

ASWYQQKPGQAPVLVIYGKNNRPSGIPDRFSGSSSGNTASLTITGAQAED 100 

EADYYCNSRDNSDNRL I FGGGTKLTVL S QPKAAPSVTLFPPSSEELQANK 150 

ATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLS 200 

LTPEQWKSHRS YSCQVTHEGSTVEKTVAPAECS 233 
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^?^^ TGACTCAGGAC CCTGCTGTGTCTGTGGCCTTGGGACAGAC 5 0 

CCTCAGAAGCTA 

CTATTCTTGTCA 

CGATTCTCTGGC 

3GCTCAGGCAGA 

GGAGGGACCAAGCTGACCGTCCTAG^T 3 ^^^ — 3 0 0 
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Figure 10 



SSELTQDPAVSVALGQTVRITCQGDSLRSYYATWYQQKPGQAPILVIYGE 50 

NKRPSGIPDRFSGSSSGNTASLTITGAQAEDEADYYCKSRDGSGQHLVFG 100 
GGTKXjTVXjG 

109 
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Figure 11 



ATGGGATGGTCATGTATCATCCTTTTTCTAGTAGCAACTQCAACTG GAGT 50 
ACATTCA TCTTCTGAGCTGACTrAr^aprrTnnTn^^ T q T g CCCTTCC 



GACAGACAGTCAGGATCACATGCCAAGGAGACAGCCTCAGAAGCTATTAT 
GCAACCTGGTACCAGCAGAAGCCAGGACAGGCCCCTATTCTTGTCATCTA 
TGGTGAAAATAAGCGGCCCTCAGGGATCCCAGACCGATTCTCTGGCTCCA 
GCTCAGGAAACACAGCTTCCTTGACCATCACTGGGGCTCAGGCAGAAGAT 
GAGGCTGACTACTATTGTAAATCTCGGGATGGCAGTGGTCAACATCTGGT 
GTTCGGCGGAGGGACCAAGCTGACCGTCCTAGGTCAGCCCAAGGCTGCCC 
CCTCGGTCACTCTGTTCCCGCCCTCCTCTGAGGAGCTTCAAGCCAACAAG 
GCCACACTGGTGTGTCTCATAAGTGACTTCTACCCGGGAGCCGTGACAGT 




CACCCTCCAAACAAAGCAACAACAAGTACGCGGCCAGCAGCTATCTGAGC 

CTGACGCCTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCAC 

GCATGAAGGGAGCACCGTGGAGAAGACAGTGGCCCCTGCAGAATGCTCTT 
GA 
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Figure 12 

MGWSCIILFLVATATGVHS SSELTODPAVSVALCy)'rvPTTrQf3ngT.p^YY 50 

ATWYQQKPGQAPILVIYGENKRPSGIPDRPSGSSSGNTASLTITGAQAED 100 

EADYYCKSraGSGQHLVFGGGTKLTVLGQPXAAPSVTLFPPSSBBLQAZVK 150 

ATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLS 200 

L TPEQWKSHRSYS CQVTHEGSTVEKTVAPAECS o-jo 
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Figure 13 
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CDR1 CDR2 CDR3 

QGDSLRSYYAS GKNNRPS NS RDNS DNR L I 2F8 

QGDSLRSYYAT GENKRPS KSRDGSGQHLV A12 
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Figure 14 
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Figure 16 
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Figure 17 
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Figure 18 A 
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BxPC-3 IGF-l-dependent mitogenesis 
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Figure 18C 
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Figure 19A 
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Figure 19B 



IGF-l-dependent 1GF-I receptor phosphorylation 



1 OnM IGF I 
1 OOnM Al 2 
Control 



+ 



+ + 



HT-29 



BXPC3 



+ 



+ 




mi- ■ 



'* - 

St r " 




P-tyroslne 



IGF IR p subunit 



P-tyrosine 



IGF IR p subunit 



WO 2005/016970 



23/32 



PCT/US2004/013852 



Figure 20A 
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Figure 22A 
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Figure 22B 



1GF-IR staining 
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Figure 22C 



Antibody-mediated IGF-I receptor degradation 
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Figure 23 
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Figure 24 
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